B cell activator factor of the TNF family (BAFF) [10] , a member of the Tumor Necrosis Factor (TNF) family, has been identified as the key factor in the survival of immature B cells as they differentiate to mature B cells. BAFFdeficient mice were initially described as having a major block at the T1 stage of B cell differentiation and very low numbers of mature B cells [11] . It was shown later that B cells beyond the T1 stage do exist in BAFF-deficient mice, but that they are present in reduced number and fail to express CD21 and CD23 [Gorelik 2004, JI 172:762] . BAFF binds to three different receptors, BAFF-R, TACI and BCMA [12] [13] [14] . Among these receptors, only BAFF-R deficiency recapitulates the B cell lymphopenia observed in BAFF-deficient mice, demonstrating that BAFF binding to BAFF-R is the critical event in mature B cell differentiation [15] [16] [17] [18] . Upon binding, BAFF-R induces the activation of the NF-κB pathway, which then induces the expression of antiapoptotic members of the Bcl-2 family [19, 20] . 1c ). These data strongly suggest that Fc-BAFF indeed contains 2 trimeric hBAFF portions and 3 dimeric Fc parts assembled in a hexamer ( fig. 1d ).
Previously it was shown that FasL-Fc forms a similar type of complex [27] . 
Fc-BAFF treatment rescues mature B cell function
Given the ability of Fc-BAFF injections to rescue B cell development, we wondered whether treatment of BAFF-deficient animals would improve their ability to mount an antibody response upon immunization with a T-dependent antigen. As shown in figure 5 , humoral immune response in BAFF-deficient mice was significantly lower than in WT mice. In marked contrast, Fc-BAFF treatment significantly improved immune response in BAFF-deficient mice that became as efficient as in WT mice.
In conclusion, Fc-BAFF treatment not only rescues B cell development in BAFF-deficient mice but also entirely rescues an immune response measured by antibody production toward a T-dependent antigen.
Decrease of mature B cells upon Fc-BAFF withdrawal.
In [23, 24] . Therefore, the 14 days half-life measured here is most likely and overestimation.
Survival of mature B cells is also dependent on the expression of the BCR [28, 29] . Conditional ablation of BCR expression by mature B cells shortens their life span from 100 to 3 to 6 days [28, 29] .
Recently it has been demonstrated that BCR signalling induces the expression of the non-canonical NF-κB factor p100, which is required for BAFF-R mediated survival signals [30] . Moreover it has been shown that BCR Recently it was shown that T and B cell deficiencies in mice lacking IL-7 could be overcome by the injection of IL-7 or even more efficiently by the treatment with IL-7/anti-IL-7 complexes [38] . Based on these findings recombinant cytokine administration, and in particular BAFF, might well be envisaged as a potential therapeutic strategy for patients with immunodeficiencies caused by deficient production of a certain cytokine.
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